Introduction
Influenza is a contagious respiratory virus transmitted via droplets produced by coughing and sneezing. In the majority of individuals, seasonal influenza is a self-limiting disease but is associated with significant economic burden [1] . However, influenza can cause significant morbidity and mortality in high-risk groups, including the elderly, young children and people with co-morbidities [2•].
In temperate climates, seasonal influenza causes outbreaks during the winter, while in tropical areas there is year-round transmission. There are three major strains of seasonal influenza: A, B and C, but influenza A and B cause the majority of disease. Influenza A is classified into subtypes according to the combination of haemagglutinin or 'H' protein and the neuraminidase or 'N' protein on the surface of the virus [3] . New viruses are created through antigenic shift or drift. A pandemic occurs when a new virus emerges and circulates in a population where there is minimal immunity; this can occur outside the normal influenza season [3] .
Symptoms in otherwise healthy adults include fever, cough, headache, runny nose, myalgia and malaise. Cough within 48 h of fever onset is highly predictive of influenza during peak times of virus circulation [4] . Influenza can be confirmed by culture of respiratory secretions but this is resource-intensive and turnaround time is slower than polymerase chain reaction (PCR). Culture has been superseded by reverse-transcriptase PCR, which is highly sensitive and provides rapid results [2•]. Rapid influenza diagnostic tests that provide results within 30 min are available but sensitivity is only reported to be 40- 70 % [5] .
Influenza vaccine is the first choice for the prevention of influenza and has been shown to be effective in preventing disease in healthy adults and older children [6•]. Influenza vaccine has been associated with a reduction in cardiac events in patients with a history of cardiac disease [7] but efficacy is reduced in the elderly [1, 6•]. Live attenuated influenza vaccine is efficacious in young children aged between 6 months and 7 years [1] . Antivirals are highly effective for prophylaxis in exposed individuals but use needs to be weighed against cost, side effects and emergence of viral resistance [8] .
The two main classes of antivirals for the treatment of influenza are the adamantanes (M2 ion channel inhibitors) and the neuraminidase inhibitors (NAIs).
The NAIs are the first choice for the treatment of seasonal influenza [2•] as the clinical utility of the adamantanes is limited by widespread antiviral resistance [9] . A summary of the currently available influenza antivirals is provided in Table 1 . NAIs are efficacious for the treatment of influenza in ambulatory patients with mild illness, when initiated within 48 h of symptom onset [10] [11] [12] . This review will focus on the treatment of seasonal influenza. Emerging avian influenza is beyond the scope of this paper. NAIs for the treatment and prevention of influenza in healthy adults and children, but the review was hampered by difficulties in obtaining clinical study reports [20] . They analysed data from 25 of 67 randomised controlled trials reviewed, but noted a high risk of reporting and publication biases. The investigators concluded that oseltamivir had a modest benefit in previously healthy patients, reducing duration of symptoms by 21 h, but had no effect on hospitalisation [20] . & In 2013, Michiels and colleagues published a systematic review of systematic reviews to address the value of NAIs for the prevention and treatment of seasonal influenza focusing on data from randomised clinical trials [8] . NAIs can reduce the time to alleviation of symptoms in previously healthy adults and children but the effect in the elderly and at-risk individuals is unclear (Fig. 1a) . The use of NAIs was associated with a non-significant reduction in the odds of pneumonia in most study populations (Fig. 1b) , but the metaanalysis did not find any consistent reductions in the odds of hospitalisation (Fig. 1c) should be dosed at 3.5 mg/kg orally twice daily in children aged between 9 and 11 months, and 3 mg/kg orally twice daily in infants less than 8 months of age [43] . & NAI resistance may be an issue in the paediatric population, with higher rates of post-treatment oseltamivir resistance observed in paediatric patients, but this may be the result of under-dosing in young children, and requires further evaluation [25, 44] . & High rates of neuropsychiatric side effects have been observed in children treated with oseltamivir (up to 36 %) and may be the result of ABCB1 polymorphism which increases brain permeability of the drug [45] . Caution should be exercised when prescribing oseltamivir to adolescents due to reports of significant neuropsychiatric events in this age group; symptomatic management should be used in those who are not at high risk of influenza-related complications [46] . 
Pregnancy considerations

Unresolved issues with neuraminidase inhibitors
High-dose oseltamivir & Standard dosing recommendations of oseltamivir are derived from trials conducted in low-risk patients with mild disease [11] . As oseltamivir is well tolerated at doses up to seven times the standard recommendation [53] , authorities have suggested the use of double-dose oseltamivir, for up to 10 days' duration, for patients with severe disease [54] . However, a multicentre, double-blind, randomised controlled trial did not show improved clinical or virological outcomes in patients with severe influenza treated with double-dose oseltamivir compared with standard dosing [55] . Likewise, in Hong Kong a prospective intervention of highdose oseltamivir did not show significant difference in clinical or virological outcomes between patients treated with standard-dose versus high-dose oseltamivir. However, in a subanalysis of influenza B patients, higher-dose oseltamivir was associated with improved virologic response [56] . At this stage there is inadequate evidence to recommend the use of high-dose or extended-duration oseltamivir. [57, 58] . & While it is accepted that early treatment provides maximal benefit, the efficacy of delayed treatment remains unclear. Observational data suggests that treatment with NAIs beyond 48 h is clinically beneficial in patients with severe [59] or complicated disease [60] and in pregnant women [61] . A recent randomised controlled trial demonstrated that oseltamivir reduced viral shedding and symptom duration in uncomplicated influenza, even when initiation was delayed beyond 48 h [62] . Survival benefit has been observed in patients with influenza A (H5N1) infections who received oseltamivir up to 8 days after symptom onset, but maximal benefit was observed with early initiation of therapy [63] . At this stage there is insufficient data to recommend treatment beyond 48 h in patients at low-risk of influenza-related complications. In patients at high-risk of influenza-related complications, initiation of therapy beyond 48 h should be considered. Further studies are needed to delineate the optimal timing of NAIs.
Optimal timing
Resistance
& Adamantanes are no longer recommended for the treatment of influenza as a result of widespread resistance. Resistance to oseltamivir has been widely reported [64] and is a problem in seasonal H1N1 [65] . Significant rates of oseltamivir-resistance have not been found in other subtypes of seasonal influenza [65] . & In a systematic review, the overall incidence of oseltamivir resistance was 2.7 % [66] , but varied by subtype, with higher rates observed in influenza A, especially the H1N1 and H3N2 subgroups [66] . Infection with oseltamivir-resistant virus was associated with influenzarelated pneumonia [66] & Resistance to the NAIs is a result of neuraminidase mutations. The neuraminidase mutations that confer resistance vary with influenza subtype and NAI [67] . & The H275Y mutation, in the N1 subtype, is the most common mutation and confers resistance to oseltamivir [67] . This mutation is associated with cross-resistance to peramivir but not to zanamivir [67] . & The E119V mutation, in the N2 subtype, confers resistance to oseltamivir but zanamivir usually remains active [67] . & The R292K mutation, also in the N2 subtype, confers resistance to oseltamivir with cross-resistance to zanamivir [67] . & Inhaled or IV zanamivir is currently the treatment of choice for oseltamivir-resistant virus, as resistance is most commonly secondary to the H275Y mutation, to which zanamivir remains active [67] .
Assistive devices Extracorporeal membrane oxygenation
& ECMO has been shown to improve survival in patients with acute respiratory distress syndrome (ARDS) [68] . However, there is a paucity of evidence for the use of ECMO in patients with influenza and implementation is extrapolated from ARDS trials [69] . & Observational studies of ECMO in patients with influenza-associated ARDS have reported mortality rates between 14 and 41 % [70] [71] [72] [73] .
In a meta-analysis of ECMO in H1N1-associated ARDS, median treatment duration was 10 days and mortality ranged from 8 % to 65 %. While this treatment is feasible, patients remain at risk of inhospital mortality [74] . & The risks of ECMO include bleeding, complement activation, air embolism, vascular damage, and infection [75] . & ECMO has not been shown to be superior to conventional management in patients with influenza-associated ARDS [76] and should be considered as salvage therapy. A large, randomised control trial, which includes long-term follow-up, is required to further define the role of ECMO in the management of influenza-associated ARDS.
Other treatments
Convalescent plasma and intravenous immunoglobulin preparations
& Influenza-convalescent human blood products have been used throughout history as a treatment for influenza. A meta-analysis examining the use of convalescent blood products during the 1918 influenza pandemic demonstrated reduced mortality in patients with influenza-associated pneumonia [77] . Likewise, in Hong Kong, convalescent plasma was shown to significantly reduce mortality in patients with pandemic influenza who required intensive care support [78] . & IV immunoglobulin (IVIG) contains pooled polyvalent immunoglobulin G (IgG) antibodies extracted from plasma. IVIG has been reported to have improved outcome in a patient with influenza-associated ARDS [79] . Hyperimmune IVIG was shown to be superior to IVIG, with reduction in influenza viral load and mortality in patients with severe influenza requiring intensive care unit support [80] . & Complications of convalescent plasma are similar to those for blood transfusion. Hyperimmune IVIG has been associated with thromboembolic phenomenon [81] .
Emerging and investigational therapies
& The use of systemic corticosteroids in patients with influenza has been associated with increased mortality and risk of bacterial superinfection [82] [83] [84] . In a case-control study of patients with severe influenza, requiring ICU support , 90-day mortality was 54 % in patients treated with steroids versus 31 % in those without steroids [83] . & DAS 181 (Fludase) is a recombinant sialidase fusion protein composed of a sialidase catalytic domain and a cell surface-anchoring domain. The compound has completed its initial preclinical development and entered clinical development to determine its efficacy and safety in humans [85] . & Nitazoxanide is an oral antiparasitic that is FDA-approved for treatment of Giardia and Cryptosporidium infections. The compound recently received contract for advanced development as a treatment for drug-resistant influenza. Its mechanism of action against influenza is yet to be fully described [1] . & Additional emerging therapies for the treatment of influenza are outlined in Table 2 . [85] Systemic corticosteroids [82] [83] [84] 108] Seasonal influenza therapy in Japan Japan is at the forefront of seasonal influenza research and is a world leader in the implementation of new, novel and emerging therapies.
Laninamivir
& The long-acting NAI laninamivir has been approved in Japan since 2010. It is administered as a 40 mg single-dose inhalation, which achieves high intrapulmonary levels for up to 10 days [86] . Laninamivir has been shown to be safe and efficacious for the treatment of influenza, resulting in symptom relief at a median of 4 days [87] . It is active against influenza A and B, but has greatest efficacy against influenza A [88] . Laninamivir has similar efficacy to oseltamivir in patients with underlying respiratory disease and, unlike other inhaled NAIs, has not been shown to cause bronchospasm [89] . & Laninamivir therapy has been shown to be safe in children with influenza. It has similar efficacy to oseltamivir but offers the advantage of a one-time inhalation. It has been shown to be effective against oseltamivir-resistant virus in the paediatric population [90] . In randomised controlled trials, laninamivir has been shown to be safe and efficacious as prophylaxis against influenza [91] . & Laninamivir has shown promising results in Japan and may have an important role in the treatment of oseltamivir-resistant influenza.
Macrolides
& The macrolide class of antibiotics have anti-inflammatory properties and have been investigated in Japan for the treatment of influenza. A retrospective analysis in children treated with NAIs alone or in combination with 5 days of clarithromycin demonstrated higher levels of antiviral secretory IgA and anti-influenza serum IgG in children receiving combination therapy. The re-infection rate over the year post-treatment was reduced in the combination therapy arm [92] . Azithromycin was recently trialled in combination with oseltamivir for the treatment of influenza in adults. Unfortunately, the randomised trial failed to show a reduction in the level of inflammatory cytokines with combination therapy. However, there was a trend towards reduced duration of symptoms in the combination therapy arm [93] . The use of macrolides for the treatment of influenza requires further investigation.
Other therapies
& Vitamin D has been proposed as a therapy for a variety of medical conditions. A randomised controlled trial of vitamin D versus placebo, for the prevention of influenza A in children, demonstrated a significant reduction in the incidence of influenza A in the vitamin D arm [94] . This therapy requires additional investigation but may be an option for prevention in countries with a defined influenza season. 
